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t 
I. SYNOPSIS -- 

The median effective dose and 95% confidence limits of T-7119 

were found to be 16156 (13847 - 18780) mg/kg. 
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II. TEST HATERIlL 

The test material was received from The Procter and Gamble Com- 
pany, Cincinnati, Ohio on August 4, 1977. It was identified as 

"T-‘7119" and was received as a pale yellow viscous liquid. 
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111. METHOD -- 
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Twenty male and 20 female rats of the Charles, River CD strain 

(obtained from Charles River Laboratories, Portage, Michigan), weigh- 

ing 207 to 288 grams (pre-fasting body weight), were used in this 

study. The rats were housed by sex in,groups of 5 rats per cage in 
metal metabolism cages in temperature and humidity controlled quar- 

ters. They were maintained in accordance with the recommendations 
contained in H.E.W. Publication No. 74-23 (N.I.H.) entitled "Guide 
for the Care and Use of Laboratory Animals". The, rats were condi- 

tioned for 13 days prior to study initiation. Water and Purina 
Laboratory Chow were available ad libitum except for an overnight - 
period of 18% to 19% hours preceding oral administration during 
which food, but not water was withheld. 

The test material was administered orally, as received, undiluted, 
at the following dosage levels to male and female, rats: 10714, 15000, 
21000, 29400 mg/kg. 

Five rats of each sex were used at each dosage level. Volumes 

administered were as follows: 

10714 mg/kg level - 10.67 ml/kg. 
15000 mg/kg level - 14.94 ml/kg. 
21000 mg/kg level - 20.92 ml/kg. 
29400 mg/kg level - 29.28 ml/kg. 

Observations for pharmacotoxic signs and mortality were made at 

32, $, 1, 2, 4 and 24 hours and daily thereafter for a total of 14 

days. Body weights were recorded prior to fasting, immediately pre- 
ceding dosing and at 7 and 14 days, All rats which died on study 
were subjected to gross necropsy examination as were all survivors 
at the end of the 14-day observation period. 
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IV. RESULTS 

A. MORTALITY AKD LD5" VALUE: " 
Dose - Mortality Data 

Median Effective Dose and 95% Confidence,Limits 
Combined Male and Female: 16156 (13847 - 18780) mg/kg. 

Statistical Reference 
Computations were performed by Mr. R. Bryce, Statistician, 
Procter and Gamble Company, using the computer program 
BLISS 17, written by D. J. Finney, University of Edinburgh, 
Scotland. 

B, PHARMACOTOXIC SIGNS: 
See attached Appendix 2. 

c. BODY WEIGHTS: 
All surviving rats exhibited normal body weight gains during 

the 14-day observation period except for one male (866196) at the 

10714 mg/kg dosage level which showed a body weight loss from day 7 
to day 14 and one female (M66201) at the 10714 mg/kg dosage level 

which exhibited a body weight loss from day 0 to day 7. 

D. NECROPSY FINDINGS: 
The necropsy findings on the following page were obtained 

as indicated: 
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koss Necropsy Observations: 

t Dosage Level (mg/kg) 

Number Showing Sign/Number Died 

koss Necropsy 
Observations 

10714 15000 21000 29400 

ale F&ale Male Female Male 'Female Male Female 

I. Rats which died during the study period. 

Small intestine fill 
tith fluid 
Zecum filled with fe 

Iydrometra, Uterus 
stained anogenital region 
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Gross Necropsy Observations: 

I Dosage Level (mg/kg) 

Number Showing Sign/Number Necropsied 

1 

Gross Necropsy 
Observations Male Female Male I Female Male I Female Male Female 

B. Rats which were necropsied at the end of the observation period. 

No gross lesions 2/5 214 l/l l/l l/l 

?Zhickening of fore- 
stomach mucosa 3/5 5/5 
Ulcerations of fore- 

I 
i :h mucosa I l/4 

/ 
I 

. :a1 erosion of fore- 
stomach mucosa l/4 
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Dose level g/kg 3w /o, 7w T&G Code T- 7//Y 
Rucber of anizais dcsed Y-ale 5 =;'ez!ale 5 

AJ..l data are base72 on sarqie as received. 

Saapie Prepararloc: - g of s zi=?ie vas *xed l A.tlz - (a) f=il) 

solveat _ to make a doslng.solution of 

- I - (w/w> - (v/v). 

Avg. prefasted veight . 
Avg. prefksteci weight of survivors 252~3 g 

Avg. 14 fidy veighr of survivors 3u6.5 g 

Tot22 Eead: ,Yale 0 Female 0 . 
Azbals Beceiveci: ,?JS z:z'-: 

, *-i 



3052 level g/k;: bw /SI a00 3&G Code 7--7//T 
Number of anizais dosed ?!!le 5. Fzzile 5 

All data are base2 on sar;ple as received. 

Saz3pl.e Preparation: '- g of saqie was bed v2th - (a> (nl) 

solvent to rdce a dosiizg so3.urlcc or' 

-z - (~/WI ---+7/v). . 

Specffic Gravity:. ~1 of sa31e welg>.ed /o 

* S.G. = /: g/EL 
.mo"/ gat 34 =c, 

Individual hio.tl Dara 

Avg. . prefasted weight ‘g . 
Avg. prefasted veight of survivors z?or* g 
-4.g. 14 day weight of survi-Jars 3is.z g 
Total Dead: ?Cale i Feszale 4 
Anf3ds Received: t3/ ’ 9. ! 2% * 



/q$-- 0%~ - X??Elri>I:(. I ZRD c &- r57-3;;!y- , .- 

L%O - REcoim oi I.Ni);‘;LSl,~ 50s; Lgf”Z-u . 

Dose level g/kg Iv.2 .2/ , DO0 ?‘r;G Code -T-7//-7 
Ziuober of a;nizals dosed ?!ale 5 Fera1e d5 

AU data are base", on san?le as received. 
: 

Saqle PreTararion: -- -0, of saqle was &xed fbfl~tk - (8) (a 

solves - to ua.ke a dosing solution of 
tt li -_ (u/w) - (w/v), 

Specific Gravity:. /'o nl of strple weighed /U.QY p at Jq *C, 
S.G.‘.= /: OO$/ g/d+ 

Individual $aizal Dart * 

Avg. prefasted vei . 
Avg. preftsted weight cf sutivors g 



Dose level g/kg bsr 2% 4c’o I&G Code c? I 
NuUSei of znlzals dosed X21 e 5 P~=Zle --- 5 

All da:a are base: on sample as reco-ived. 

Saqle ?re?aration: - g of sarple cas rLxcd ~.;fkh - (g> 

solves to rake a dosing solu:ion of 
- ,' - (4~) -  (v/v> l . 

(-2.2.) 

*c, 

r 
Date I dirdzial :: 

Sex 

?refasted Wt. g 

Fasted Wt. g 

Dese/kt 1;1 
The of Death 

14 Day WC. g 

7 aq w-4 % )c1'? 
Avg. prefasted veight . Zl%b g 
Aug. prefas:ed veight of suraivors ---- 3 
Avg. 14 day weighr of survivors 3 
ictal bead: &l.e 2.r ?-ale 5 
Animals Received: CllP/=- * -, -‘ 



ACUTE ORAL TOXICITY 03SERVf\TION DhTh 

No, of Males/Females Affected - Blank Syare = Normal 

P&G Code -r--7119 Dose tevel g/kg f& 714 Dose Time 10. l/o Dose Date ~/p/.17 

r 
SY!?YO!lS: -me- 
Y3:or actfvlty tncrcasc 

1V.,^tor acttvlty decrease 
ksplratory rate ikrease 

ksolratory rate decrease 
Flr,e body tremors 
Cc:r~+ body trcmws 

\lorker's Inltlats 

Hours 
T-n7 

-‘-- - 

I 1’ 
-- 

-ml 
-- b I -- 

--r---I-i- 
----‘--t-1- 1 

Sxcial Notes: (fncluding f~ecropsy,D~servatfons) 



ACUTE ORAL TOXICITY OSSERVATION DATA- 

No. of Malcs(Females Affected - Blank Square - Normal 

PtG Code T- 7/d Dose level g/kg 1s. 6 oo(3r Dose Time lo.(la Dose Datt 

t?:or actlvfty lncreate 

B:or sctlvity dccrcsse 

hlplrstory rate t&rease 
f!%rplratory rate decrease 

flr,e Cody tremors 

CnErse body trcmsrs 

Btcncltlng 

C;rt!los ts 

CzspIng 

2hinal Griping ' 

Dtrrrkea 

Pi10 lrectfon 
Dtker; 

icl',,J4 L 3 L;d ~~~(l,,ml 

Uorktr's lnltlals 

-I-I---l-l+-+ 
-r---l-r-l- ---J--- --t-.---- I I I 

--------II-? 

----1----t--t- 
----l- l-----l- 

heclal Motes: (Including IJecropsy Observations) 





ACUTE OMt TOXICITY OBSERVATION DATA 

No, of Males!Females Affected - Blank Square = Normal 

PQG Code _ -r-'t-ll1' Dose tevel g/kg 27. c-l/;;0 Dose Time \\ +os Dose Date 8/-q k-7 

Days 
fY!~!D~D!lS: .mK. 
b:or scttvtty tncreasc 
MAP ttctfvfty decrease 
hsplrht6rjf rate lhcrerrij 
C53plrstary rate decrease 
F tne body trctitdrt 
tc?rse body ttcmsrr 
BItncttlng 
Cysnorlr 
Gzrplng 
;Ar’xhal lirlping . 
Dierrl.ca 
Pllo trectlon 

I_.- r -- -- -- _I_- -- 
~ 

-- -- -- -- -- -. 

Sxxtal Ptotes: (Including Necropsy Observations) 
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TZTLE : ACUTE TOXICITY STUDIES IN RATS .tiD XABBITS 

All test materials, for each of the 4 studies referer,aed above, till 
be dosed undiluted. 

. 



Lab Project Jlo. 191-080 Sheet 1 Date 3/S/77 ;fZZthorlted 5 

X .._. 4. Wazetet 32. Caizi ?zlz3. Fkdzp Dr. Cookson 

Dr. GoIdenthal xr. Volhr Dr. Leong !eiss tohrbe~- --I -0 
Dr. Gea 9 ?fiss zr;pons X.X. QC3SOO 

Dr. Jessup X Xrs. Xelville xr. P.oduell .xr. Devl X 

Dr. Griffirh ?!r. Pangbm tis. Schvarrz X 

Miss ?brseth Dr. TaorstezsoD 

Comou3d 
T-7119 

Identiffczrlon 3.mber Ie3.w' l-70. 

A-325 

TxLi?. : ACCTE TOXICITY STYDIES IN luTS &-ND RABBITS 

Conduct in accordance with the attached protocol. 



Date: 

Purpose: 

Arlimais : 

?rocedure: 

0bserJr;tiocs: 

Acute Oral Toxicit\- - Rnts 

Issue 82 

To measure the acute ora 1 toxicity of a substance fn 
order that i.r might be compared to more familiar 
materials. 

Rats, Charles "niver Caesarean-derived, 190-270 g, con- 
ditioned :o the enviicnnicnt for a minimum of 7 days. 
Maintain the animals according to standards outlined 
in the Guide For the Care and Use of Laboratory .&nimals, 
DHEV No., (NJ-H-74-23), 1974. 

Place 10 animals in each group,.divfded equally by sex. 
Determine prefasted 2nd fasted body, weights. 'Fast the 
animals for 18-20 hours before administering the test 
material. 

Dissolve or suspend tbe test materinl in an appropriate 
vehicle at the required concentrations and record quan- 
tities nixed. Deiiver the test mat,erial into the 
stomach of the animal f ram a syringe fitted with a 
size 8 catheter as a siomach tube or from a syringe 
fitted wi:h a 13-gauge animal-feebing needle. 

Choose 4 dosage leveis, with the lowest being approxi- 
mately the highes: no-death dosage level ohscrved in 
range-finding studies, or being estimated frcm prior 
results with similar compounds. Unless otherw5se 
specified, choose higher dosage levels according to 
a geometric progression of 1.4 (i-e. the second dcse 
equals the first dose x r1.412, the third dose equals 
the first dose x [1.4j3, etc.). Administer each 
dosage level to one group of 10 animals. Adjust the 
dose for each animal according to fasted weight to 
give the specified quantities of material per unit 
of body weight. Administer additional dose levels, 
as needed, so that the total number' of dead is suf- 
f icient to calculate an LDSO value.' Immediately after 
dosing, return the animal to ad libStun feeding. Record 
A.1 of the above information on the "LDsO Record of 
Individual Dose Level." sheet (iLppendfx I). 

Observe the animals 2r.d their behavior at interrta3.s of 
IS, 30, 60, 120 and 240 minutes after dosing and daily 
thereafter for 14 days. Use the "Toxicity Observation 
Data" sheet (A?pcndlx 2) to record symptoms and number 
of animals ir,volved. Unusual observations or symptoms 
not listed cn the "Toxfcfty ObservaCfon Dati" s!lect 
should be noted vherc appropriate {under "Symptoms" or 
"Special Notes"). Nccropsy all animals that die during 
the course of the study. AL 14 days, weigh a11 surv',ving 
animals and record weights. Necropsy survrving animals 
and examine them grossly for abnormalities. 



Report : Report all dara recorded on the Record of Tndividlrai I 
Dose Level and t!le AcLte Oral Toxicity Observsekgn 3s:~ 
sheets. Report the LDjO and 95% confidence liaits of 
the test material as calculated !~y t,he Probi: X";~'thoci*. 
File the final report Victhin 3 weeks after corr.pletion 
of the experiment. 

Principl Investigator: M. 3. Winrow Date‘ 7/28/77 



APPENDIX I 

All data are based on sample as received. 

Sample Preparation: g of sample was zixed with fg> (ml> 

solvent to make a dosing solution of 

- Xw/w) & (w/v> * 

Specific Gravity: ml of sample weighed g 

S.G. = g/ml. 

Individual Anina Dztt 

at OC, 

Date I 
Animal Ir 

I SCX / i i i-i 
Srefas:ed Wt. Srefas:ed Wt. 

j 

I Fasted Wt. I g I i I I I I ! 1 
. I Dose/Rat ml i i i i i i i i i 

Time of Death 
I I I I I I I I I I 

I I 
34 Day Wt; g I I I I 1 I I I 

Avg. px-zfasted ceight :: 
Avg; prefarted weight of suI?-ivors 

Avg. 14 d-,y &ight Of survivor5 

Total De&s Yiale Female 

t;orkerC5 Sig;catu+e 

Corroborzting Vitness 

Date 

Da& 
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ACUTE ORAL TOXICITY 03SERVhTION DATA ----- 

No, of Males/Females Affected - Blank Square = Normal' 

PitO CblC Oose level g/kg _ 

-- .--- 

Po:or bctfvlty hcreiidc 

Vrtor aclfvtty decrease 
Pr:plrnLory rate increase 

P.c_spfrrtary rate decrease 

f tf e body lrcinorr 

fe -*tt t~otly trm9rS f--l 

hlrnching 

CyL!:fAIS 

G*spinq 

:Li;nindl Cfiping 

biit.fl.ea 

Pi lo frccl (on 

Ott cr: 

n !I -- 
-- 

~ 

-- 
-- 
II- 
-- 

-- 
2 11 -- 

-. 

-- 

Snecial t!otcs: (Includty llecropsy fhservations) --.. .--__-..-.---- 


